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(57) Abstract: The present invention relates to compounds of the Formulae (I) - (TV), wherein Rl - R6, Rll - R13, X and Y are 
defined herein, and their pharmaceuticaJly acceptable salts. These compounds modulate the activity of c-Met and are therefore 
expected to be useful in the prevention and treatment of c-Met related disorders such as cancer. 
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WO 2005/004607 PCTYUS2004/020062 

A RYL METHYL TRIAZOLO AND IMIDAZOPYRAZINES 

AS c-MET INHIBITORS 

[0001] This application claims the benefit of U.S. Provisional Application Serial No. 
60/484,220, filed July 2, 2003, the disclosure of which is incorporated herein by reference in 
its entirety. 

BACKGROUND OF THE INVENTION 

[0002] The following is offered as background information only and is not admitted to be 
prior art to the present invention. 

[0003] Protein kinases ("PKs") are enzymes that catalyze the phosphorylation of hydroxy 
groups on tyrosine, serine and threonine residues of proteins. The consequences of this 
seemingly simple activity are staggering; cell growth, differentiation and proliferation, /.e., 
virtually all aspects of cell life in one way or another depend on PK activity. Furthermore, 
abnormal PK activity has been related to a host of disorders, ranging from relatively non-life 
threatening diseases such as psoriasis to extremely virulent diseases such as glioblastoma 
(brain cancer). 

[0004] The PKs can be conveniently broken down into two classes, the protein tyrosine 
kinases (PTKs) and the serine-threonine kinases (STKs). 

[0005] One of the prime aspects of PTK activity is their involvement with growth factor 
receptors. Growth factor receptors are cell-surface proteins. When bound by a growth factor 
ligand, growth factor receptors are converted to an active form which interacts with proteins 
on the inner surface of a cell membrane. This leads to phosphorylation on tyrosine residues 
of the receptor and other proteins and to the formation inside the cell of complexes with a 
variety of cytoplasmic signaling molecules that, in turn, effect numerous cellular responses 
such as cell division (proliferation), cell differentiation, cell growth, expression of metabolic 
effects to the extracellular microenvironment, ete. For a more complete discussion, see 
Schlessinger and Ullrich, Neuron 9:303-391 (1992), which is incorporated by reference, 
including any drawings, as if fully set forth herein. 

[0006] Growth factor receptors with PTK activity are known as receptor tyrosine kinases 
("RTKs"). They comprise a large family of transmembrane receptors with diverse biological 
activity. At present, at least nineteen (19) distinct subfamilies of RTKs have been identified. 
An example of these is the subfamily designated the TIER" RTKs, which include EGFR 
(epithelial growth factor receptor), HER2, HER3 and HER4. These RTKs consist of an 
extracellular glycosylated ligand binding domain, a transmembrane domain and an 
intracellular cytoplasmic catalytic domain that can phosphorylate tyrosine residues on 
proteins. 
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